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TI Transgenic animals with altered patterns and levels of expression of 

telomerase genes and their use in screening of modulators of telomerase 
activity 
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AB Transgenic animals, such as mice, with altered expression of 
telomerase component genes, e.g. knockout mice, are 
developed for use in the study of telomerase function and in the 
screening of modulators of telomerase activity. These agents 
may be used in the treatment of cell proliferation disorders, 
e.g m treatment of cancer. Mice heterozygous or homozygous ' for 
knockout of the protein or RNA moiety of the telomerase are 
described. Similarly, mice with increased copy no. of one of 
the genes or carrying a gene that raises or lowers the level of expression 
ot the telomerase genes can be constructed. The development of 
a targetting vector that inactivates the telomerase RNA gene is 
described. This plasmid was used to transform mouse embryonic 
stem cells that were used to developed chimeric mice 
from which homozygous lines were developed. Methods of using these 
animals in the study of the role of telomerase activity in tumor 
development and progression are discussed. 
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